WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCT/IL2004/000898 



Box No. I Basis of the opinion 

1. With regard to the language, this opinion has been established on the basis of the international application in 
the language in which it was filed, unless otherwise indicated under this item. 

□ This opinion has been established on the basis of a translation from the original language into the following 
language , which is the language of a translation furnished for the purposes of international search 
(under Rules 1 2.3 and 23. 1 (b)) . 

2. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and 
necessary to the claimed invention, this opinion has been established on the basis of: 

a. type of material: 

El a sequence listing 

□ table(s) related to the sequence listing 

b. format of material: 

in written format 
SI in computer readable form 

c. time of filing/furnishing: 

B contained in the international application as filed. 

filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority for the purposes of search. 

3. □ In addition, in the case that more than one version or copy of a sequence listing and/br table relating thereto 

has been filed or furnished, the required statements that the information in the subsequent or additional 
copies is identical to that in the application as filed or does not go beyond the application as filed, as 
. appropriate, were furnished. 

4. Additional comments: 
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Box No. Ill Non-establishment of opinion with regard to novelty, Inventive step and industrial 
applicability 



The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 

El claims Nos. 8-19 

because: 

S ^e saxJ Wemation^al application, or the said claims Nos. 8-19 with respect to industrial applicability relate 
to the foltowmg subject matter which does not require an international preliminary examination Specify): 

see separate sheet 

O the description, claims or drawings (Indicate particular elements below) or said claims Nos are so 
unclear that no meaningful opinion could be formed (specify): 

° cotldb^foSnld* 1 ° ,aimS N ° S ' 50 inadequate| y su PPorted by the description that no meaningful opinion 
B SSd 25S t {5l| a in S S ! t) h reP ° rt haS bee " established for me whole aPP«cation or for said claims Nos. 20-23 

° C tAhe SSiSS 0 ? ,ISt ' n9 *" " 0t With the Standard P r0vided for in 

the written form □ has not been furnished 

□ does not comply with the standard 
the computer readable form □ has not been furnished 

□ does not comply with the standard 

° not Jf^^t ^'P 0 ^ arutor amino acid sequence listing, if tn computer readable form only do 
not comply with the technical requirements provided for in Annex Obis of the AdminisSTE^^ 

□ See separate sheet for further details 
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1. Statement 
Novelty (N) 

Inventive step (IS) 

Industrial applicability (IA) 



Yes: Claims 
No: Claims 

Yes: Claims 
No: Claims 

Yes: Claims 
No: Claims 



1-28,31-33 
29-30 



1-33 

1-7,20-33 



2, Citations and explanations 
see separate sheet 



. Box No, Vll Certain defects In the Inter national applicatfnn 



The following defects in the form or contents of the international application have been 
see separate sheet 



noted: 



Box No. Vin certain obse r vations on the international application 

^t^^^^^^J^f-^ - or on me quesdon m^m th. 



see separate sheet 
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Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and Industrial 
applicability 



1. 



The search for the subject-matter of claims 20=23 and w-?r has been carried out 
insofar as said claims are restricted to the specific embodiments defined in claim 24 
i.e., pept«des identified by SEQ ID Nos:7-9 (see below Item VIII-1). Consequently ' 
examination of the subject-matter of claims 20-23 and 25-28 with regards to novelty 
inventive step and industrial applicability was carried out according to this restriction 
since claims, or parts of claims, relating to inventions in respect of which no 
International Search Report has been established need not to be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). 

Claims 9-1ff relate to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be formulated with 
S(4XaKI) app,icabili * of tne subject-matter of these claims (Art. 



Be Item V 

Reasoned statement with regard to novelty, inventive step or industrial appiicabilitv- 
ctabons and explanations supporting such statement applicability, 

1 - Reference is made to the following documents : 

01 fn ad T f aL : "^"^ 3 broad - s P e ^", proteic toxin-antitoxin system 

specified by a multidrug-resistant, clinical isolate of Enterocoocus faeclum » Mol 
M.crob.ol., vol. 47, no. 5, March 2003, pages 1419-1432 

nrntr ^ t \ 72T ^ * ^ ° f ""folded 

proteins. J. Biol. Chem., vol. 279, no. 9, 27 February 2004 pages 8252-8261 
D3: Engelberg-Kulka H. et a«. : -Bacteria, programmed cel. deat'hXms as tarqets 
for antibiotics." Trends Microbiol., vol. 1 2, no. 2, February 2004 pages ^ 7? 



Form PCT/JSA/237 {Separate Sheet) (Sheet 1) (EPOJanuary 2004) 



WRITTEN OPINION OF THE 

INTERNATIONAL SEARCHING International application No. 

AUTHORITY (SEPARATE SHFFT) PCT/I^on^s 

2 - Novelty - Art. 33(1) and (2) PCT : 

Document D1 discloses the identification of a toxin-antitoxin cassette on the pRUM 
plasmid of Enterococcus faecium which is homologous to YefM-yoeB present in the 
m?,!« ^ //Chromosome < Abs *** ; p. 1424, col. 1, «ast paragraph). Document 
D1 also provides a sequence alignment of the toxin-antitoxin families of proteins in a 
arge range of bacteria including those disclosed in Table 1 and sequence listing of 
the present application (p. 1 425, Figure 5) 

Z SH - °" ,here,ore "* te °° nsidered - — - 



3 - Inventive step - Art. 33(1 ) and (3) PCT : 

31 h« ohf-o 38 ? V" dfSC ' 0SUre ° f d ° CUment 01 < See under 'tem V-2), it would 

be obvious to the person killed in the art to screen, with a very high expectation oT 
success, molecules having the ability to prevent or disrupt the binding between toxin 
and corresponding antitoxin, when attempting to solve the prob.em o^provTng 
compounds able to induce bacterial cell death 

The subject-matter of c!aim_L can therefore not be considered as involving an 
inventive step. ■•■««"■ 

The same comment holds true for dependent slmmtLZZ which relate to toxin- 
. £^WC« ^ baCtef?a ^ ^ a ' ready *™ diSC ' OSed ln 

3.2 CMriMfria which relate to a method of treating an infection of bacteria by prevents 
or disrupting binding between a toxin and corresponding antitoxin produced" 
bacteria cannot be regarded as involving an inventive step for the same reasons 
those given above under Item V-3.1 . 

for° Ver ;, the a PP N <? tion does not P rovid * any evidence of efficient treatment 
following the method of claims fi-m 

3.3 Given that the description does not contain any information indicating any 



Form PCT/ISA/237 (Separate Sheet) (Sheet 2) (EPOJanuary 2004) 



WRITTEN OPINION OF THE 

INTERNATIONAL SEARCHING International applicatton No. 

AUTHORITY (SEPARATE SHEET) PCT^U^OgOSgg 

UTer^peutical effect of "pharmaceutical compositions" as defined in claim., prvpa it is 
alt 3 ' T Z 1 teChniCa ' Pr ° b,em iS S0 ' Ved by the Pharmaceutic^^ ins 
tZTT^lT SWh]Ch aPPeart ° reSU ' tfr0m 3 ^ othet -' theory with no 

m^nt^ ° f £l3lm ^ S = 2S cannot be considered as involving an 

34 JHTJ G Ct " matt€r ? ^^ co ^ ^ the selection of amino acid sequences 
from the sequence descnbed in document D1 . Such a selection can only be regarded 

nZZ ' ' fthe u peptides present unex P e ^d effects or properties in "elation Che 
rest of the range. However, no such effects or properties are indicated in the 
application. Hence, no inventive step is present in the subject-matter of claims 31-33. 

4 - Industrial applicability - Art. 33(1 ) and (4) PCT : 

1^^?^ ° f Pr6Sent ^ lms on the <^stion tether they are 
2225L 8PP ^ ' °° Unlfi6d Crlterfa GXiSt ln tne PCT Contracting States The 
patentability can also be dependent upon the formulation of the claims. The EPO for 

the 3 ^ fl ° eS ret ! 09ni2e 33 indUStria " y app,icab,e the Object-matter of claims to 
the use of a compound m medical treatment, Dut may allow, however claims to a 

for the manufacture of a medicament for a new medical treatment. 
5- P-documents: 

Since the claim to priority of the present application (2 October 2003) appears to be 

fi^'n t CU Tl ntS 02 ^ 03 that W8re Published after the P"ority <«■■ but before the 
filing date of the present application, are not relevant. 

Re Item Vf| 

Certain defects In the international application 
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fitataUa appears to erroneously be dependent on claim 1 instead of olaim 8 (Art. 5 



Re Item VIII 

Certain observations on the international application 



1. 



rTrtJ^V ^ re,ate t0 an 6Xtremely ,ar 9 e number of Possible compounds 

Irt PCT ? ST? S ° P ° SSlbNitieS ' th3t 3 ,aCk 0f clari * w * hin the mean^g of 
Art. 6 PCT arises to such an extend as to render a meaningful search and 

examination of the claimed scope impossible 

Moreover, support within the meaning of Art. 6 PCT is to be found for only a verv 

NOs Z ; °, f ^ C ° mP0UndS daimed ' » e P^es idenJL by SEQ^D 
NOs. 7-9 No d.sclosure within the meaning of Art. 5 PCT as regards anv 
therapeutical effect can be found in the application. V 

(Art. 7^"^rT ^ ^ ° f - — in 
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